BRITISH MEDICAL JOURNAL 27 MARCH 1971 707 for delayed alteration in platelet aggregation and thromboelastography. This may result from the body's adjustment to large amounts of exogenous progestogen. It is also important to determine whether these less pronounced changes are reflected in significantly diminished risk of clinical thrombosis. This will have to be demonstrated by clinical study, assuming that the drug again becomes generally available. The absence of any rise in clotting factors and the fact that raised clotting factors from combined preparations returned to normal and remained normal over the two-year period of study are encouraging features of progestogen-only contraception with chlormadinone acetate.
Introduction
Prolonged consumption of analgesic drugs is known to impair renal function (Nanra and Kincaid-Smith, 1970 ) but the acute effects of these drugs are unknown. Conventional methods for assessing glomerular filtration are either tedious to perform or too inaccurate to detect short-lived changes in renal function. Recent papers (Chantler, Garnett, Parsons, and Veall, 1969) have suggested that a single-injection technique by which renal clearance is calculated from the plasma disappearance of a radioactive substance correlates well with inulin clearance and is highly reproducible. We have therefore used the clearance of sodium l5I-diatrizoate (Hypaque) to study the acute effects of aspirin on glomerular filtration rate.
Patients and Methods
Fifteen medical inpatients were studied. All were informed of the nature and purpose of the studies and gave their consent. None had any impairment of renal function and all patients were in a steady state. All studies were performed at the same time of day and under the same conditions.
For the measurement of clearance a dose of radioactive The results for the remaining 13 patients are shown in the Table. Plasma salicylate levels were measured at three hours in 10 of the 13 patients and they ranged from 5 to 19 mg/100 ml, with a mean of 12 mg. There was no correlation between percentage change in clearance and the plasma salicylate level.
Discussion
Aspirin produces a significant reduction in glomerular filtration rate as measured by this method. Though there are many theoretical objections to a single-injection technique (Smith, 1951) it has been shown to correlate well with standard clearance procedures. Under normal conditions Hypaque is excreted rapidly and completely by the kidney, is not taken us by other organs, and is not significantly protein bound. There is good evidence that Hypaque clearance bears a constant relation to inulin clearance (Denneberg, 1965; Donaldson, 1968) . Furthermore, in preliminary studies we found that Hypaque clearance by a single injection technique gave highly reproducible results, consecutive measurements of filtration rate varying by less than 5 %,. We believe that it is accurate and reproducible enough to detect acute changes in filtration rate and that it therefore lends itself to studies of this kind.
The way in which aspirin produces its effect on the plasma clearance of Hypaque is unknown, nevertheless our results have important implications. In a techniouc which is becoming increasingly popular for following changes in glomerular filtration rate it is obviously vital to know that this measurement can be altered by a single therapeutic dose of a drug as common as aspirin. It would be of interest to know if other commonly used drugs had similar actions. The possibility that aspirin may acutely affect renal function is also of interest in view of its possible role in the long-term nephrotoxicity of analgesic substances.
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